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[0 0 0 1 ] 
[0 0 0 2] 

u-tf-mmiEnmmm (prk) , i/-^-£M«$#r (^->^;la 
sik) , ft««fc£*>an#iijftfctt, ftRtt«* e iD>f**i'*fc*^ a#»3aw* 

&l^WftKtt«*l60fiTfi«* , jBS*i:v»*>*L, 0*.W\ LAS I Kf£w#M«£. 

P R Ki3<£ t^L A S I KftOfcRfc JK^ftTtf^JfcSlgfF, *jWW>0«Ht 
i#i«o ( ftf^li»§ ««#B* *t* C t t^ot^ 

L*U SfcaR^ftoARaJK^HfcttafcMfc****- 4fc 7-fott 
4fc, ttg«#ttARffi, A*M, iRKHttli4^W»«tttff^^ 
[0 0 0 3] 

Rhor/^l±Rho7r5')- (Rho, Rac, C d c 4 2 £ KM 
SfU.'g^G* y^tibD, 7**>ilMMM&»rt*. WffiJSfcailKlSfcBW&'r* 

00**^1- #i**t/sttft*M*flaNift«>NiE-ii5«teo«*#«* fc 

4 fc R h 0 * EWW©*******:*^* c k t: * ^W^^** 
M-t h UmmTF ZtiX^Z Ofclfcfctt 1 o Rho^^«x7x^-^ 

[0 0 0 4] 

EXttgfcttLTtt, 7 7 bH^Sifi^f (trigeminal tract in wholemount cul 
tures) ^-C*OWM^#H?-^^#^«a^ (NGF) gH&ttfttt^ffSri'R h o IS 
ttlfc#J ('jy^7 7fy>i) tTfi#£*i> K^t^b^^f^Rho^a^A 

[0 0 0 5] 

MMWfclRl] «f£2 0 0 1 - 5 1 5 0 1 8 

[#^» 2 ] mm&mm 2 0 0 2 / 8 3 1 7 5*/<> 7 v 7 b 

WW** 3] #12 0 0 0-2 6 4 8 4 7*&* 

ffiiE# 2004-3045693 
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^-v?; 2/ 



y~V 3--- } Jt. (Tuuli U. Linna) , ltil6£, ■O^^yi 
Y^y-^-f n-y^-jv^eu v- 7>K tTviT^ * A ^> * (Investigative 
Ophthalmology & Visual Sciences) , 2 0 0 0^, 4 It, p. 393-397 
[#gftff%ffi,2] o/t-b r-f-. 7>^. (Robert T. Ang) ,^2^, *U> 
b pj-t: — ^"7* t7tMny- (Current Opinion of Ophthalmology) , 
2001^, I2t,p. 318-322 

[##W\fclR3] 1A. (M. UehataK *7 

-fe;i/ ;Utnv- (The Journal of Cell Biology) , 1 9 9 8^, 14 1i;p 
. 1625-1636 

[iMMr^tflU] tf~. ^>"r* * % /f -f > 9 - (P.Hande Ozdinler) , fl&lfc, -f 
^ — -j-^ ^-7* 3 w?9 f -f 7* -a-DDy- (The Journal of Comparati 
ve Neurology) , 2 0 0 4 3 8*,. p. 377-387 

[0 0 0 6] 

V— r-JBWflHAIWBBflff (PRK) % u-tf-fcBHSOBIH&Sffi ( — v y ^ ; LA 
SIK) , ftR»ffl[4ifOftJR##^4^AR»ji£«SBteT^, 7* A#K:*»t 

[0 0 0 7] 
[0 0 0 8] 

(2) Rho^>^^E*#J*^-t-*ftK»5tlsI«#K isitf 

(3) R h o 9 >/"?*E#SiJ£#&1-4 K?>f 74 jfiflflM 

rRh o *>-H*B«WJ tli, ^ttlOGDPg^IRho^W^S^ 
MliMoGTP^^-MR h o 9y^9^t^mt^fih(D^mM-f^X<Dmmn, £ 
i^Rh o £t±R ho^W7?^> Hc*H-&#l#&£\ &lNCRh o 

^;^©^^mi7x^-^, 0lx.tfRh o** — £ (ROCK) <75fi§ 

[0 0 0 9] 

R h o 9 y^9m.m\t Ltti, Wx.tf C 3ffl|]feft&$ (Exoenzyme C3, ffiMKiS 
^tlifi:C3^f^v^Kt^^o ) > b*->>A (Toxin A) £<fctn*v 
>B (Toxin B) tlfUR h o *t-Bfl^J#f »f 

Rh o*7---lflfi#3>J (M, ROCKIfi«»Jfcv^ifcfe**o ) fctT 
f±, flxIfRpllK 6 1 - 2 2 7 5 8 1 (*t£*U S 4 , 678, 738) fcKfWft 

01*1*7 r^y/ua^-cft*;^* 4 v*^ >j >^^*->hmi#, woo 0/5 

ffiK# 2004-30456 9 3 
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7 9 1 4 *&«KlB«Oft#W, Hx.tf4-[2-(2, 3, 4, 5, 6-^>?7**n 
7x-fl/)7*U n^f/l/lft&SfciOfx**'; WOO 2/7 6 9 7 7-»&«IBJR0 
fl^W* fllxtf 2-*nn-6, 7 h *->-N-[5 - (1) - 4 > W) ;Kl*7 
7*0 ^-4-75>0^4^$ftSRh o+-f--t*lfl^Ji3<J:0 ? WO 0 2/10 0 

8 3 3#&»t=E*^ft^«, ttxtfN- ( 1 > v ;u - 4 - fcf ^ 0 ->'- )V) - 1 H- 

[0 0 10] 

Miwiilt BifLift^ (ttxtfuK 77K "7^, $r**\ -f$, 4% 
, * aft if) KgltftftKttfePltttK SJBflifcliXWLfc, ftlxffPRK^LAS I K 

10 0 11] 

[0 0 12] 

^Wt^^tttSSiwSWt LTIi, §i*£, ff-tfrW, * 
if <DBB#k * i lf-> n 7 yjpj, if<oifc#Jfc ifrt^f e»*i«. 0 Wtt 

Jsitfttafli: LT«£-r WiWl (JL«, G$£, 7*K»7«K t^T*^ 

x7V ^iA^y-) A&if) > {T'yfy, 1])V*u-7>1- Y V jr|A^7 

7A£if) > iB^ffil (-f tKo*y7n^-t*B-^S, iifr*u-A$. 

SH, 79tTTa*A, *^tAn-)^i') , Mtta-r-f >^J (ttx. 

7*V-K * v ^ f ;vxf ;i/-t;va - ^ ^ Jf) £ ifcLTfc J: v\> 
[0 0 13] 

&if, ^^nffi»Hli14<7)^*<7)^B B B -fe^o-X^?Lll^t''^'ftil^ ±IB«l«#J*if*:aiS[« 

$L*1&Ltzi><DZim-tZfr. 7****1 ic^'J-feU^ifctt 

y ;Hf b - if =£r*n x_ Tltt * if t tz * -f -t **#J TiWLjaBB 1 ^ft 

->3c&#BMf->K yn^xxr*) ] & if £2jP;i& C 2:# ? T* § & 0 fJ 7 s -b* 

3W 7** /n>flu M^tta-r-f >^*7*-fe/K HrtfiSttt* 7°-t;K IfcmfiJfP 

*7-fe/ui:i-*ii:"bt?S*o m^14*7*-fe;vi:-f*Ji^ M^tta-r-f >^JT-a- 

[0 0 14] 
[0 0 15] 

(TytTTa-A, *;v>n-x^if) , (|yn 7 ^ 7*K7M^if) > ^#*J^ 

tilSE#2 004-3045693 
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[0 0 16] 

i^m, Rmmmm, ^^s««> ^/i^s^a 

;v|i, ?nn^;-^ ^/'^^7^a-)K ilfb^>'9 I ^a-'> A, ft KnSIt 
[0 0 17] 

«li> jiHT, *iSBE^2 2 9 —^7 3 4 3m0sm^^J:^ fiO. 5~&5. Ow 

/v%^«i-^»o «ar»u±»o. oi-»2. ow/v%gi, mmumo. 

0 1-ftl. 0w/v%^Jg, ££.im&1h0. 001-ftl. 0w/v%tili:i^j: 

^ictt-r^o pmssadtt* »Si6irau «#pm&3~*&9, «f* l<{±&4~&8 

#i:.OTtLTfft2M, R h o * R«W©*ftttv «*TRtift 0 . 0 
0 0 0 1 w/v%> l!)0. 0 0 0 0 5w/v%,|0. 0 0 0 1 w/ v %T* *K ±Rli 
il&O. lw/v%, feO. 0 5w/v%,ft0. 0 1w/v%, SO. 0 0 5w/v%, 
iftO. 0 0 1 w/v %izm$lZtl2>o 
[0 0 18] 

^Al/C3»*»0. 0 0 1w/v%tftJ«, 10»2O~«5O/cL, IS 

[fluBO^] 

[0 0 19] 

[0 0 2 0] 

i)<lfffcR£$:lt4 v*o 
[«M] 
[0 0 2 1 ] 

bum 1 . c 3 »*o**¥=x#ft©**#aM6*fMj 

1 ) ^fflfitj© 

2) ttftttJl 

C 3 If ^ Cupstateftii I Exoenzyme C3 (recombinant enzyme expressed in E. col i 
) ; Catalog #13-118, Lot #23330] 

miE^F 2004 — 3045693 
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[0 0 2 2 ] 

3) &,mn& 

I =3l#jftiWliao#*tttKwane>0«# (Kwan Y. Chan and Richard H. Haschk 
e. Exp. Eye Res. 41: 687-699, 1985) LTffo £ 0 1" i-^/H&BfcT 

) £fflv>T, ^'^vn-n-hUS^M^fir^ 
?4 Y (BECTON DICKINSONS) UiWJ&«r»Stfco IHAftti 1 * •) ft 3 X 1 0 3 

HflJ&fcU J&**#«±5% COa, 9 5%£$CT\ 3 7*CfcLfc, 
p ^_^ ;1/j g^ (GIBCOM) -HB27 Supplement (GIBCOttM ; 0. 0 2mL/mL^ 
mWi) HXXfL-Vfr? < (GIBCOttSS ; Fin. IraM) **»0l,fc****ffiv», ffl 
MVttfc£C3** (2 ^ g/m Lifting) **HraLT2 4P#IM**Lfc. 

t^.^-x-n7< 7^ h2 0 Ofcfcte (Sigmatt«) *fflv>-Cttft«ftfr*J:a , ll*t 
m^^L/wo ftfellfittabaiWMIfr&a^tra-^KBi* (1M«: l. 83mmX 
1. 3 6 mm) LT^«? ( t k ) t*^Ft4l:#i:, Iffifc 

j»*fV7h (MacSCOPE, MITANIC0.) *ffiv»^fflflfc©*5R<*>*3 fcSlfcU MfafotoftM. 
©2#£Lh«S«)****oJiJ6t«lft*3l!#*llfi (at) kLT*'»FL)t. #7 
^jVK^xmfe'PO&Mmv&ft ( t i + t 2 +•••+ t n = 2 t k ) ^10 0k4 
h*X*m\%.*~&*)&^tio -€-OI^Olfett8tt*#S*llS (ai + aa +-+a. = Sak 
) o^|H)iiic (2 t k ) fc*H-*Jfc$ (%) fctWLfco (3>hn-;vi ; 3 

7x*) £<fctfX3g£MM (3-7x^) 0#Si*oJt**&W«±WMM6** 

mmm (^yyv-jvm t=*tt***iHto6 (t-test) *f?v\ /&ft$5%* 

[0 0 2 3] 

4 ) M^^^: 

jg«2 ^ g/mL»L/c^*?ST'2 4B#K±S*t^«?:, H 2 f±n > h n «£ 
2) o 

&±<DZbfrhs Rh oPlW?Stt**i-^C3^(±=^#««<75ttS#S«rMi- 
[0 0 2 4] 

ttKffl 2 . ROCK PI*$iJ 7 ¥=X#£tf> «*# JME JBftffi 
1 ) j^fflU)^ 

2] WW ft . 

ROCKiaW^'Ji: LT, 2-?db-6, 7 h *V-N-[5 - (1) 
> /'J^]^t7 l J>-4-7r/ < N— (l-^^->*^-4-tf^'; v-^) -1H-W 
^r/-^-5-7 5> - 2ffl»ffl, 4-[2-(2, 3, 4, 5, 6 9 7 fr*U7 

2-^n-6, 7-S» b**>-N-[5- (1) -4 >W) A - 

7 5 > (tt7\ ft^Rf 1 fci5*-t*o ) liWO 02/76977 ^MJL MIMM 1 ©IB* 

^v-;v-5-75>- 2^mig (ar, ft£-#2 tiBmt&o ) i±woo2/ioos 

3 HifcWlOlBffKttv^jRLfctOtttffl.b^o 4-[2-(2, 3, 4, 5 

tttiiE# 2004-3045693 
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6/ 



ij^PS 2000-44513 ^ife^!l 8 ^Bfcfcflfcv*** L£ f> «9 frftffl Lfc„ ttK 

7 7 7-» (jar, ft^4kE*t*« ) ^m^m-yy^vivimmmm r^u 

;vji3 0mgj (»'ftjS*|{rt6tt*aJR*) *«E L fc. 
[0 0 2 5] 

3) ifflfl^« 

**^=3M*£ifflBW#*liKwanfctf>$ll* (Kwan Y. Chan and Richard H. Haschke. E 
xp. Eye Res., 41: 687-699, 1985.) *##fcLTfrfcofc 0 -T$;b*>> x— jr/WtfHTT' 

.<ffll&^f*icii-i-n^— 9-^*jft (GIBCOttfi) KB27 Supplement (GIBCOttSt; Fi 
n. 2%v/v)feiO f L-^^ 5 XGIBCOttK; Fin. 1 mM) fcjgjn L fflv* 
% 2 4 1/- bo#^i^JC#'; V v>/7 5->3-r 4 ^^iff*P3^*^-^ 

7* (I«12mm;M'«-^5'fhtt«) Uti, ^^-^7X±(^3X 1 0 

, ±IB^M^^tiWo^t;K«^*^ (ft£»i 1 o^M, lfc£%2 

; mmm io^m, 3 ; ttfeft£ 1 ^ m, fls#ft 4 ; 1 0 ^ m) tc£» 

U 4 8B#ra^§gL£o lg#&#i±, 5%C 0 2 - 9 5 % a i r, mStl 0 0%, iS£3 

[0 0 2 6] 

4 ) %Ll5£$k'& 

-D7^7^h 2 0 0tt;flc(Siginatt»)S:fflv>ria3etfe**S:«**feL^ 

**fflv»T»fes*i*:iiiift*iftffltfco ftfeftirtx a^ea-^m (lift: 1. 8 

3mmX 1. 3 6 mm) LTJRO&^£ 0 Bft*«£fllftlfc( t k ) * > b + * k 
B«#&fV7b (MacSCOPE, MITANI CO.) *fflv»riWlfe<6»ll*#Jlft* i^ffllfe^ 

) fc L-c*7> b L£ 0 #->x;m:ov»t, Bft* o^ra^^-lt (ti + 1 2 +•••+ 
t,=jtk) ##{110 o fc***-eB«*flM£^. ^^NFO»g^#MM ( 

ai + a 2 +-+a» = Sa k ) W^BIfclfe (X t k ) HWtaJfc* (%) *!t«Lt, 

[0 0 2 7] 

6) t£f^:f: 

n 3 \z r o c k m.m\o •> v¥=jMmffli&<D®mw&feMih%**i' 0 

03Ati, tf^XMmm^-SttBttSLfcJflA*. S 3 B ttft-fr* 1 
LfcJ&**T?4 8NfW«*LfcilB]&«r, H3 CJift-fr* 2 £*}JD tfc^«*t?4 8I$TO 
*L B3Dttffr&-W3 *«bntfc*«*T4 8&B#*bfciHft*\ H3EJi 
■fb^ 4 * $&D L fcJ&*ffi"C 4 8 ftffil L fcttllft ltv»4. 

ojfe**^tfv»« 0 &mmmi-&#mib$tommtec>&w*> isa^-eit3 1%, 

lb£# i ffiMtrfo 4 i %^ <t^«j 2 *Jn*-e#«j 57%, ft-fr* .3 *ira*T*& 5 1 %, it 
jjjl± wtt*** <b r o c k a, =xwimm><oimtom £«-r * tm * - 

[0 0 2 8] 

##011 2-*nn-6, 7 b*~>-N-[5 - (1) - >f > *V'J V* 

ffilE# 2004-3045693 
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'J>-4-7 5^^)S (WOO 2/7 6 9 7 7^#> Hife#l 1 ) 

2 4-;?na-6, 7 - v> b^v^y'V > (8. 6 g, 6 4. 5 8 mmol) 
% 517=;^^/-^ (4. 8 g, 3 6. 0 4 mmo 1) &ZTfmkUV7^ (7. 
3 5 1 g, 74. 9 lmmo 1) Zrhyt Kn 7 7 ^/ffiSMc (138mL/62mL 

) *\ztoi, -^ST-em#t^o a 3 OmD £in;i> ^Srwai 

-6, 7-v* h*->-N-[5- (1) -<(>yVi))V\* + W>-4-7$><?>MM 

mp 278.7-283.8 V. *H-NMR (300 MHz, DMSO-de) d 3.93 (s, 3H), 3.96 (s, 3H), 7.1 
6 (s, 1H), 7.60 (m, 2H), 7.90 (s, 1H), 8.03 (s, 1H), 8.12 (s, 1H), 9.94 (s, 1H), 

13.13 (br s, 1H). Anal.Calcd. for C17H15N5O2CI • 1/2H 2 0: C, 55.97, H, 4.14, N, 

19.20. Found: C, 56.05, H, 4.46. N, 19.22. 
[0 0 2 9] 

##flJ2 N- (l-^>y>-4-^'Jy^) - 1 H-4 >r/-^-5-75 
> ■ 2 Jtgmil^^ (WO 02/100833 1 ) 

N _ (j -^>-->*^-4 -fef^'J 5>-*) -lH--f>r/-^-5-7 5><?)^i 
I -^>v>-4 -U^iJ5?-*' (1 4. 2 1 g, 7 5. lmmol, 13. 9 2mL) 
Ol, (8 OmD ltti:> lErJIU-T 5—7 5 J A > jrv—lb (1 

0. Og, 75. 1 Ommo IK r- U 7-fe r- * '>**<b* f** h U f A (11. 5g 
, 5 2. 6mmo 1 ) , ( 4 . 2 9mL, 7 5. lmmo 1 ) £*nx> MKT*** 

kf^'jv~;V) - 1 H--f >^V-;i/-5-75 > (7. 8 g, 3 4%) 

mp 150.1-152.2 *C. 'H-NMR (300 MHz, DMSO-de) d 1.39 (m, 2H), 1.94 (m, 2H), 2.08 
(t, 2H, J = 10.8), 2.79 (d, 2H, J = 11.4), 3.19 (m, 1H), 3.47 (s, 3H), 5.11 (d, 
1H, J = 7.8), 6.68 (br s, 1H), 6.83 (dd, 1H, J = 8.9, 1.7), 7.20-7.37 (m, 6H), 

12.58 (br s, 1H). Anal.Calcd. forCi^to: C, 74.48, H, 7.24, N, 18.29. Foun 

d: C, 74.42, H, 7.27, N, 18.37 
[0 0 3 0] 

(6. Og, 19. 5 8mmo 1 ) ©f h7 t KD7 9'/ (6 OmL) Mfc 
TlN-ISA-f^ (3 8mL) £ ill' 4 N-ttB/ftflkt*-* (13mL) *fln*. 

N — (1 -^>v;i/-4 - tf^U v-^) -1H-* >^V-^-5-75 V • 2 
ISM (4. 3 2g, 5 6%) 

mp 193:0-194.6 "C. X H-NMR (300 MHz, DMSO-de) d 2.18 (m, 1.75H), 2.51 (m, 0.25H 
), 2.98 (m, 1.5H), 3.17 (m, 0.5H), 3.41 (m, 2H), 3.68 (m, 0.75H), 3.90 (m, 0.25H 
), 4.25 (m, 1.5H), 4.46 (m, 0.5H). 7.40-7.64 (m, 6H), 7.59 (m, 1H), 7.70 (a, 1H) 
, 7.92 (m, 1H), 8.20 (s, 1H), 11.02 (br s, 0.75H), 11.53 (br s, 0.25H). Anal.Ca 
led. for &9H22N42HCI I/2H2O: C, 58.76, H, 6.49, N, 14.43. Found: C, 58.49, H 
, 6.48, N, 14.45. 
[0 0 3 1 ] 

##$J3 4-[2-(2, 3, 4, 5, 6-^?7^tn7x^)7?'Jn^]| 
j£m<D&fc (#$J 2000-44513 $1601 8 ) 

(1) mm%m%T, Vy^T^^^t^h, 4V?y-y (27mL) K (2, 
3, 4, 5, 6-^V^7**n7x^) Iftg (2 0 g, 9 3. 5mol) , i-rlV 
(7mL) HXWikWBL (0. 5mL) *Jn*.» WES*. M"C3 HW«#LJto • 1 0 
h V ^ 4 7>f*TNfr#L;fcfi^»*;ljn£«# 

t7to i-x^^Un^ttttiiU *«W«rlWrtafcJc-Cft*L, l«v^r>Hf 

ffi|iE# 2004-3045693 
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ttEftffiU (2, 3, 4, 5, 6-^^7**D7x^) R| 
frx-Z-rfr (2 4. 4g, 9 7%) *%tz 0 
[0 0 3 2] 

(2) 4-*^5^j?A#HI (20g, 0. 1 3 3mo 1 ) 0>^)V> (1 3 8mL) 
j§t(;7U>|xfM;* 'J (4 6 g, 0. 2 7 0 m o 1 ) , p- Y)lJL>Z)l> 

(50g, 0. 2 6 3mol) £ J: tFtf v > (2. OraL) Sr.Jnx., 

KWkLft<o% 1 2 o "ct? i . 5 mmim itz 0 *#t\ jrjs*u 2 njiss 

(2 6. 5 8 g, 9 1 %) frgrA£ U#)to 

SS*#IMC7\ 4-*^*"+y|SI ifJViXf^ (5, Og, 22. 7mmol 
) o?nn**A (15mL) IttSftft-^ (8. 4mL) «r*TLfc«)*, S» 
f;i/*;^7? K (lift) **Dx.3 0 5HBM&«»l,fco RJfc«fr«E*»U**n?>f 

[0 0 3 31 

(3) «#H^T. ±IB (1) Tfcfc (2, 3, 4, 5, 6-^^7^tn7i- 
;v) Bf& t --ff-)VX.7s7-)\/ (6. 3 5g, 2 3. 5mmo 1 ) Of h7tKn77> 

(1 OOmL) K^^T^XT^iPL^^^U^-^Alf^ ( h 'J ^ f-;i/-> 'J ;v) 

7 5K0 1Mh;Vi>« (2 6mL) SrffiT.Lfco 5#&, $ <b £±|B (2) 
^/n?^ h'Of h ?b K n 7 7 > (1 0 OmL) Sl^iTU:. SST^T2 0*|C 
Mia-Cl. SttmmWltZo Mi:5%?xy|« (12 OmL) £#nx-s i-r 

IL/Co nbixtztmyaZis') UffrUJUtw FttlL, 14- [ (2RS) -2 
- (t-7*f*y*;Wf-^) -2- (2, 3, 4, 5, 6-^^^7)l/tn7x-*) 
7-fcf-;v] W xf *iXf ^ (4. 83g, 44%) SrUffifctr^fco 
[0 0 3 4] 

(4) ±|B (3) X'%tzA- [ (2RS) -2- ( t -T h - 2- ( 
2, 3, 4, 5, 6-^>^7)VtD7xx;l-) 7-fef-;U] W if ^xxf/l' (5 

. 6 g, 11. 6mmo 1 ) Wvt+t> (2 4 m 1 ) ttj&tt ( 2 

4ml) £3JD;t£o 1 3 0T:K:MfcL&#&4li#WiM$Lfco KJ6»***LT*rffl4&* 
WRU 4- [ (2, 3, 4, 5, 6 -^V^7Hn7xXiV) 7** /I/] ftS^ (3 
. 7g, 9 0%) Z&&tLXmz 0 Z.<DA- [(2, 3, 4, 5, 6-*>*7/M-P 
7x-;V) TWA'] S>£^ (2. 03g, 5. 7 mm o 1 ) ©y'tH^ (1 1 5mL 
) iF**H-ffi^P^X*L, ^y^JVAT^rt K (0. 7 g) > ^W5>fflaa (1 
. 86g, 22. 8ramol) ,ft« (lOi) & X Vm&.W*'*?^/ 7 A (8 g) * 
Jnx.Tl 3 OtfcJnfcLfctffc-ifeaH* Lfc 0 *ifrT\ EJ6«K0, 1 NiMKfcilll&T* 

fettEEftttLfc. #ftB**«HRU *Eft^*l. 4 6g (9 3%) LT»fc 0 
mp 214.0-217.0 TC. 'H-NMR (300 MHz, CDCla) d 6.25 (s, 1H), 6.30 (s, 1H), 6.46 
(d, 1H, J = 16.2), 7.57 (d, 2H, J = 8.4), 7.64 (d, 1H, J = 15.9), 7.78 (d, 2H, J 
= 8.4) 
[0 0 3 5] 

nnw 1 mm 

C3f* 1 0 m g 

fL$i 8 0 m g 

f'yfy 1 7 mg 

*r7'J >^i7*^v7A 3' mg 

jgH-b^a-X 10 mg 

tBSE# 2 004-3045693 
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ICi I9> £H<7)J&:fr*ri s 2 Omg, 5mg> lmg. 0. 5mg, 0. lmg/iWiS 
[0 0 3 6] 

C3Bm 5 0 m g 

v>^- Y—fr 7 5 m g 

7>~fy 1 7 mg 

>U*;V>">A 3 mg 

>y^J ($lx.f;f7*;i^b. KD^v'yn e^^f-JHr^n-^) , $t3cf fcti7 4 ( 
^x.(fi^;v-fe^n-7>) £$fflLT*>«£v> 0 C 3 @Nl£s ffc-frW I, 2 

, 3X{±4tc^x, ttzmuMttDm&itZgiz-ZZttzX »K ±m<D^M^2 Omg 
, lOmg, 5mg, lmg, 0. 5mg, 0. 1 m g/H •f-bJVO* 7-fc ^MiM^t 

[0 0 3 7] 

3 &mi 

C3ff 7 5 0 mg 

^^^v^f^-t^n-Xth'J^A 5 0 0 mg 

•&|#B7lt £ft 10 0 m L 

^•l:^1 0 0 0mgs 5 0 0mg> 2 0 0mg, 1 0 0 m g/ 1 0 0 mL-e&&ftlJ#J£ 

[0 0 3 8] 

*Sfe#l4 j^Rffl 

C 3 W% 5 m g 

*7S£ 7 0 0 m g 

*9# It (pH7. 0) 

Jfi'fkf- F'J-)A 500mg 

tKn + y^f^-t^n-^ 0. 5 g 

xf Mt hV 1 ?^ 0. 0 5 mg 

ftflS'O'if A' 3 -7 A 0. 0 0 5mg 

^Mfclt £4 lOOmL 

^MW8 0mL£&8 OtltMU t Kn*v* £inx.Ttt# 
U M^^at-eHto £0$KC3@£*s ^fttH^A, *->ms xf FitF'J 
7Ai3 < }:y f M^>- 1 f^='-7A*Jnx.T^i-*o *7S>*®l:irax.Tp 7 CMS 

fls#*fl* 2^ 3Xli4C^> £ £?^n#JOiJ£-J££^x.& i fc Hi *) , 
lw/v%s 0. 5w/v%s 0. 3w/v%s 0. lw/vl 0. 0 5w/vl 0 
. 0 1w/v%s 0. 0 0 3w/v%, 0. 0 0 1 w/v%-T*$>2>&mffliffl^2>Zb 

[0 0 3 9] 

' tmm* mm 

C3if 1 0 m g 

D-v>-~f-;u 4.5 g 

v >mr7X^f- h 'J 9 A 0. 1 g 

T^flSt HJ 7 A It (pH 7. 0) 

mmm* 1 o o m l 

mSE#2 004-3045693 
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fi^1-*o Mitt Y V ^A^jgSiP^Tp H£5. 0i:iSt*o ^MfSI^TK^Snx.T 

i o omLn-^77^t^o m$ii>tz,mm\z * >7?>7J pt-x-mmbWik, 

tP1w/v%, 0. 5w/v%, 0. 3w/v%, 0. lw/v%, 0. 0 5w/v%. 
0. 0 1w/v%, 0. 0 0 3 w/v%, 0. 0 0 1 w/v SH^J&TOt* - 

[0 0 4 0] 

[Hi] Visits •>-9-^=Xtt«0«i5K#.||«r^'tBI"e*4o A(±C3» 

«*p^«-e2 4f$!f^«L£^^HXWM&£> BliC3ll«:IIIl2 

[H2]'tUR«lK*»t4tt«ll*#ftlBtt«>^«liaft^#t«ib* (%) *^1"o 
$li5:*to H>f*tt3> h°-^^W"t***^ (p<0. 0 5) «:/Tto 

b iifls<&!» i i6jn (*»aueiO/*M) j&*8u ct±<t^2» ( 

1 0/bM) #*»U D(±ft^3» (*»M1a*M) EJift^ 

O [0 4 ] Wft«£*tt** * > b Lfc^«IJ»»K:*ti-*tt«**#«ilBJ»2W < % 
5£, **li«MK2t1-£^llp<0. 0 1*7Pto 
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[Hi] 



A B . 




=j>hn— A C3i$ 

[H2] 




BEST AVAILnttf-fc <JUft 



tf}fiE#2 0 0 4- 



3 0 4 5 6 9 3 




BEST AVAILABLE COPY 
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BEST 



ffifiE# 2004-3045693 
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[flft^ft] Rho^>^B*W*lfflt4il:t:J:^ G 1*3 L A S I K 

[ARB] 4L 



ffifiE# 2004-3045693 
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^-v: l/E 



flfttflllWt^ #12003-273177 

£ffr#^ 50301150593 

iiiW tt/H ^ 9 4 8 2 

flsjfcB ¥115^ 7J!170 



[ItttB] ¥«15^ 7^11 0 



miiE# 2004-3045693 



: l/E 

#12 003-273177 
(B I A I i ff $ 



#■§■ [000199175] 
1 . ^M^J! 0 1 9 9 0^ 8H22B 

ft 3f *P£Jft*»*£EWBr2T@ 5#8-t 



ffiIE#-f UJE#2 0 0 4 - 3 0 4 5 6 9 3 



